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Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application to the 
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required to be furnished by the applicant to the designated Office(s). 
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expiration of 19 months from the priority date, but also in respect of any designated Office, in the absence of filing of such demand, where 
Article 22(1) as modified with effect from 1 April 2002 applies in respect of that designated Office. For further details, see PCT Gazette 
No. 44/2001 of 1 November 2001, pages 19926, 19932 and 19934, as well as the PCT Newsletter, October and November 2001 and 
February 2002 issues. 

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain 
designated or elected Offices. For regular updates on the applicable time limits (20, 21, 30 or 31 months, or other time limit), Office by 
Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant f s Guide, Volume 11, National Chapters, all available from 
WIPO's Internet site, at http://www.wipo.int/pct/en/index .html. 

For filing a demand for international preliminary examination, see the PCT Applicant's Guide, Volume 1/A, Chapter IX. Only an 
applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the right to file a demand for 
international preliminary examination (at present, all PCT Contracting States are bound by Chapter II). 

It is the applicant's sole responsibility to monitor all these time limits. 
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20 ory distress syndrome) > M^t^JftL^F^JfirMlIS (D I C ; disseminated intr 
avascular coagulation) , #0IH£^£: (MOF; multiple organ failure) ^ 
©tftfla^k (MODS ; multiple organ dysfunction syndrome) 9 > 

25 « % ^l!NS!©**>5c«»s*>*. 
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5 Wk&ft&Mt\i^5&7Z<Df!l, J&R, 1999, Bone, R. C. : ' 

Toward a theory regarding the pathogenesis of the systemic inflammator 
y response syndrome : What we do and do not know about cytokine regula 
tion. Crit. Care Med. 24 , 163-172, 1996) „ <D t it* b s 

10 

#*ft£tvCV^ (Luce, J. M. et al. : Ineffectiveness of high-dose methy 
15 lprednisolone in preventing parenchymal lung injury and improving raort 
ality in patients with septic shock. Am. Rev. Respir. Dis. 138 , 62-68 
, 1988) „ 

i l-ira) ^H^b-TriM h*4><Dmmmn*nM'tz>tz,fr&ts;isnx 

20 V^S (Abraham, E. et al : Efficacy and safety of monoclonal antibody t 
o human tumor necrosis factor a in patients with sepsis syndrome : A 
randomized, controlled, double-blind, multicenter clinical trial. J. A. 

M.A. 273 , 934-941, 1995, Fisher, C. J. et al. : Recombinant human 
interleukin-1 receptor antagonist in the treatment of patients with se 

25 psis syndrome : Results from a randomized, double-blind, placebo-contr 



PCT/JP03/02868 



WO 03/075935 



PCT/JP03/02868 



3 

oiled trial. J. A. M. A. 271, 1836-1844, 1994, Dhainaut, J-F. A. et al 
. : Platelet-activating factor receptor antagonist BN 5021 in the trea 
traent of severe sepsis : A randomized, double-blind, placebo-controlle 
d, multicenter clinical trial. Crit. Care Med. 22, 1720-1728, 1994, Fi 
5 sher, J-C. J. et al. : Treatment of septic shock with the tumor necrosi 
s factor receptor: Fc fusion protein. E. Engl. J. Med. 334, 1697-1702, 
1996, Bone, R. C. : Sir Issac Newton, sepsis, SIRS, and CARS. Crit. Ca 
re Med. 24, 1125-1178, 1996) 0 

*fc, ^Hgspi 1- 3 2 2 6 0 l-§^r«H:tt % N- [2- 5: K 

huj ^m&fcfo (omm k «t * w&m&mmzi&to & ra * * v ^ 5 . 

gMb y =r*i ^ w-r « ?£■ t£ TNF-a©3=m& ia#-f 6 fc #> © E^m^ a* m 
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20 ft*3 % 5-201864 ^*Xt«*§|3JZ 10-29941 ^fg^tt 

mkVJ 1/ h<DM&\zo\,^x\±ffl7F£]nX\<^\ 
25 ■ftfcE3d&Jt#i-'5w 
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y^/u^^mmm, ®m&v y-^m k-v-*, ^i±bss^j£> 
»»*h4W3e. 3B«»biiiwiflae, ^ttKi^-fbjSE. mwi&, «tm 

itti/ay^, ^JUS&^^x — iMk;&***x !£4^<z>*#, fefeBtl*lft»£Fs 

^^^-^I^fll^ v-^-^^V^Je^P, 
WStSbfli^ SAPHOjim «ftt^JMfH> £JH43£¥1S#g8ttB8*i^ 

, *En JHfs JR\ W> Jl, #««t©rt»»«>5t>iK±©»»o»i6^«sfi 
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N #m*£T^ 7f&m. fommwi. w&mm. fcm&r. Mm, wmwia, ftwpf 

l^jfiL^-THMl^ & <9 5&2lE|xJ£#S|3r. § S I R S (systemic inflammatory resp 
onse syndrome) £ „ £t^t£lM h * ^JiL+TflUfc tt£*> &t&Mttffil t 
1£oX$i&&&]& (M?tt£* M&Z&gkfe) OSCARS (compensatory ant 
i-inflammatory response syndrome) t 5 — 0<D9?jMfffo <5 t^PL £>tl/TV^<5 

tfS#a>ofc 0 S IRSiCARSil^tiSUTV^fc*, SIRS 

«t o -c > CARS {^o V NT % f-PSJL r±f&Sf 5 n *s T? # 5 o 
ARS©0^S^ffbT3l^iar$tt5^APf!R{Ea6^l^ (ARDS) N «® 

mssa.w^skwmm (Die) „ mbpt^ (mof) ^©tute^ (mods) 

©fKXttf&fbttfMt^'?), *»W©EBKttS I RS^CARS^Ifft 
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tmy-J Y*><1 VWrtWfls/Btt* IL-ljS, IL-6, IL-10, I N F — 
V, TN F — a N GM-CSF. IL-8, XfiMC P - 1 <D ? %<D'pl£ < t V 

fl^tt^bfS14?:/Tto IL-113 (interleukin-1 /3 ;-f — n^df-^l 
10 0 ) „ 1 L — 6 (interleukin-6) s I L - 1 0 (interleukin-10) s I N F — y 
(interferon- y ;^y^7inyv) „ TNF— a (tumor necrosis factor 
-a ; MM^^Ml-) \ GM— CSF (granulocyte raacrophage-colony stimula 
ting factor) HIM h*^fy> IL-8 (interleukin-8) „ MCP-1 (macr 
ophage cheraoattractant protein-1) te^^TJ-f *S (1M Y^^y<D— ®) ^fe 
15 So 

fcf?m£frZ>i&<D'Pte< th—^*m$if&ftt-rz>^ «3feKijBHLfcV^#tt!fc 
25 x^/-/i/7^1, n^377^ ^//^Kn77^ P^377t> 
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io *-^s ^r^> ty^oSE^ ~!7by N rt/K !>^7, -b 

&tt#j^Ti£^i-5mi^^ Hg^(^> $^i*k &i*k §815 

25 f^j^ft&^w^bv^ «ts:^ (boius) 
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(ift-^-f (Mk tt!S'J> a#«PBI, iS^fSfc 

> situ isstt^) taot^s^ ^M^ij^^M^^^M^-rs^^ 

5 (10. 001-1 Omg/kg/hKLTs 1 anB«4-i"5 - t UV\ 

^i^-7^S4t5t^ttt> 0.1~50mg/kg N jJtL<tt0.3~20rag/ 
kgT*fc»K $fe^»*b<W:2~2 0mg/kg-e*)5o fl»Blrt»!-^i-5»^«:0 . 
l~50mg/kg N £?£L<teO. 3~2 Orag/kg-efe!9. £ L < fi 2 ~ 2 
0 rag/kg Tfc 6c tiStef*& J 3--tZm&fcfcO. 1~5 0 rag/kg, »*L<tt2 — 2 0 

10 mg/kg-CfcSo »Pfi!4t5i^ttl~l 0 0 Omg/kg. $ftL<«10~50 
Omg/kg N £bl-#?£U<te3 0-2 0 Omg /kg-CfcSo 

) , wmp^sz-s-m, ffifaft&*m, > ^ip^j (s^k masw, * 

IB*!. AJMtL KA39J (^T^-^k »5fctKKA8ih ?&l*!RAj8TO > 

20 a>au pHiii. »«nbau wmsM* ^##k SfiBfltfUfc^srssan 

26 Sli: LTt>J:v\, 
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&m#)'kM.j<L, MMb y xy/i4S»u ^y^^^^^w-fbt-^vjft^ «y 

/W<— h 8 0 , k Kn^y^f;kt;m — * N T 7 t*T =*'.A S ^A^^riyy 
20 y-^^^jfbtL5o 
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10 7W«7A^fl5W btlZo 

^,/f\) =i—/U6 0 0 O^^tf b*L5. 
15 — ^©M="-f>fy^lUTt>|V\ 

25 #3893f*, i^iM h^^>-ifiL^^-B5^JX«f^^Jt br©, y^77 
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io -e&5„ 

15 Hl4te, L P SS-^-m^feit^JfiLlK^GM-C S FlI<Di«lr/Tt^7 
®5fi, LPSM(^it5lfeI^l L - 1 0^<D^B#^^7Fi-^7 7 

20 -efc^o 

HI 7 te. LPS S^^^oft •5«'PMC P - 1 ^(^^B#^^^-f-^7 7 
25 0 9ft LPSS4tti3ft5lfiLi I f , NOiS<Dgtfft^t^77t'fc5 



WO 03/075935 PCT/JP03/02868 

13 

01014, SEB&^H£:fc5tt6lfoJt* WF-ym&vmtir&fc&Tfilry 1 ? 
5 7T 4 fc5„ 

HI 1 3f±, TNF- aS-^fcastt-B I L-6fS^t^77t&S, 
10 5„ 



A) ti x 0*I^ n °p© !) >K7 7 tvt f y A y yix^r^ (5' — FMN 
20 — Na) ^T-^^b, n^^r^a^:^7K(0tsuka Pharmaceutical Co., Ltd., Tok 

yo, Japan) (3mg/mL) Lfc <bO&fl!V^o 

LPS (Lipopolysaccharide : y y >y 9 -< K) W\ :*;J3§® (Escherich 

ia. coli)iLttSO 1 1 1 : B4^!)^yfy*7^ KSrV^-etk (Sigma Ch 

emical Co., St. Louis, M0, USA)^6>j»AU ^ft* &&&Mfr.\Z.mf& Lfcfc 
25 <£>&fflV>fc 0 
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EL I SA (Enzyme linked-inununo-sorbent assay) 3rs> ht L-"Cte> I L — 
1/3 N IL-6, IL-10, I NF-v> TNF-o, GM-C SF, MCP 
— Is <D&$k8t<DmfeW-Zs*s( X-y—Xj ^-tVa i~M± (Biosource Inte 
rnational Inc., Camarillo, CA, USA) £>BA Lfc^F-.y b 3r/BV>fc 0 M I P - 
2f&m<Dmfe\Zfe : r?*#: (TECHNE Corporation, Minneapolis, MN, USA)^b 

tpT&fDfeitm^-X'hZo t^T•t4IL-8t|a^t5„ 

N0 2/ /N0 3 Tiyfe-r=ar>y hfis (^{-fl^WSW (Dojindo Laboratories, K 
umamoto, Japan) ti> bit A bfc ti <£>£r,fflV^fc 0 

SEB (3lfe^K^33cSl*3fl) ttx ^7^nay^.7!>l'^'^ 
Pf^f-Vy (Staphylococcus aureus enterotoxin) B, BT-202£r^V > >;fc o 

T N F — a Us • r <~fv s r*/9&. (Pepro Tech, Inc., Rock Hill NJ, USA) 
f>thTNF-a K051 £r^A U r. tb^^S^i^TK (Otsuka Pharmaceutic 
al Co., Ltd., Tokyo, Japan) (15/ig/mL) Lfcfc© SrJBV^fco 

D (D-galactosamine) J± N fP3fc#B||Xgit5fc:i£#*± (Wako Pu 

re Chemical Industries, Ltd., Osaka, Japan) 6>i&@£D — 2f 7 9 ^ f£r 
iAU ~ ^Sr^g^ifoMOtsuka Pharmaceutical Co., Ltd., Tokyo, Japan) 
K 9 Om g/mLKlT^fifUfcfcOSrfflV^Co 

A A P H (2, 2'-T y If* (2-T 5; 7n ^) KP^0 7-f K;2,2' 

-Azobis (2-amidinopropane) dihydrochloride) f2 x fP^M^XH^^^&^i^ b 
iAU £ft«r4feS£4fcfctJ:## (1 8. 7 5mg/mL) L.fct>©&/Bl^fc. 

AAPHit7P-7^;H^]-efci!), l»i:ot7y-7^;vm 
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t| I CR-^#^te N 5i!ip<£> 1 b<£>£rJapan SLC Inc. (Shizuoka, Japan) frbM 
AU 2 3<C m®$m : 2 0~2 6°C) % *B>«££ 5 5% (fF^IS : 4 0~ 
7 0%) ©&#Tt\ 1 2B#|^fe©KH£lM*A' (^Bti70#^7^ 

5 ^STKitTR^ii^O^.^ (MF, Oriental Yeast Co. Ltd., Tokyo, Japan) \Z.T 

*i\ LPS12mg/kg^ICRv^ ( 6 ®Sfr) ^^rt^4-U"C % 

10 3«FM. 6B#lfflx 1 2B#Wk 15ffis 18^ 2lH^ ^24 

NFlW&ii^^^^ttSjfiLSrfTo/t. 5' - FMN-N a S^^-^fcl^T 
LPS©S#^&6l^raiiia^^ 20mg/kgO5' -FMN-N a 
Sr^^^lHiaA^itJ^b-C, LP S<E>&-%-B#a>£> 9B#IBk 12P#|Bk 1 
5B#F^ S 18HI, 2 1^ 2ttf2 4B#F B miim^- ; e^^lk5rfTofc 0 V^ 

15 -m<DU!k7$u is v^m^xh^-^^—y^mx-m^^fco mwKD&tpxifctii, 

Itffi&tey*— * t Ut^ffiL^^ofc, g|jfiL^{iEDTA (ethylene diamine t 
etraacetic acid) &^t?:T? * $4S&lt««:JB V\ Jg§B<£#»> b 

fc 0 ^Lfc#]fc^£:^#ltli$£ (3000rpm. 1 0 £\ 4°C) fcjWtjfoJfc 
-8 0 £ ClCT^#bfd o 
20 fr^Z>4 WNO (— 

V N "C E L I S AfetCi <9$'J^U7t 0 ^V-— MJ— ^ (Spectra max 250, Molecul 
ar Devices Corporation, Sunnyvale, CA) fck V 4 5 0 nm^X^^— h 
25 #£>^X7c-7 ? — ^£rS0FT max PRO 1.1 (Molecular Devices Corporation 
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, Sunnyvale, CA) SrffiV^^tff Ufc 0 

JtlB»l^m*3VN-Cf4x SI3£PBJ*tt\ M I P - 2 fcoV^tt 1 . 5pg/mL£TT\ I 
L-6fcOV^te3. Opg/mL^T^ I L - 1 J3 ^OV>Ttt 7 . Opg/mL^T, I 
NF-y l£OV^TJ3:l . Opg/mL£AT% TNF— a JCOV^TI* 3 . Opg/mLJ^Ts 
5 MCP-ltoV^(i9. Opg/mL^T N IL-10^oV^i±0. 9pg/raLJ^T 
s GM-CSFU:oVvCf±l. Opg/mLJgi.Tx iU ^PB^T^fit^oV^-C it 

tlt©NO*lS, NOj/NOgTj/t^^y h£r/BV\ N0 2 iN0 3 ©^ 
tfSSr^tHi-Sr:i:^«t t)M^b7b 0 45-jfiL»f4. 2 a =« 

10 — * (Araicon: Beverly, MA, USA) fcl«fcoT*ifibfcJK (150 0 

Orpm. 15# N 4<C) fcfrttfc. ^L^^^^^fcjfiL^^-T 8 ^^. NO 
3»5cBP*iSr«fc!»JU N0 3 ^N0 2 M^ ^y^fttlg (Gress reagent) % 
JBV^*6N0 2 ft3rW5£bfc. /^M)-^ (Spectra max 250) 1^5540 
nmtT^W J*«rSI«it#*K #btbfc-7 s — * fcloV^ JtfBSOFT max PRO 1. 1&: 

15 fflV^^*f tfc, 

t&3tlJl«fc bfc 0 ^tf-^^Wfis SAS 6. 12(SAS Institute Japan In 

c. , Tokyo, Japan) SrfflV^T^TVV Pjji/^O. 05 (two-sided) J; 9 'he? vgNH^Sfctt* 

si~9 ^*3v>-c« N y y ^mu±mmmmx^ ufc G 

25 Hilc^tJ: 5K> ifaJH 3 ^ I L- 1 pmm-i. LPS©gWb9« 
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ifi&fct?— *&*U *Z<0'&&* \Z.W> Lfc„ — J?. 5' -FMN-Na^ 

tt, 5' -FMN-NaS4fi»^& I L-l j8 UOfcs LPS^ 

frh 1 2B#P B mil^}-*3V>-r I L- 1 /JMaS-^^lCffi&fcLfc. 

5 m 2 j; 5 ikst*© i n f - v a&rau lps ^s-^a* b 6 titmu 

a«J!ltr— ^Sr^U fc&fe^Lfc. — ^ 5' -FMN-NaS4^ 

joV^ tt % 9 1 8 BSIHSBKSOfflfcfcV^-C INF-v 

m 3 iC^i" i 5 fcs JfoJJt*© I L - 6 LPS ©«!#&fcl£ L 1 R${ffl@ 

10 ii^Kf— ^Sr^bfc*. fci&J> Lfc. nyha-^^-ZtJoV^T^ 
I L-6«*»iLPSa-^^b2 4«FlW&iflS^S3V^1i^i: LX^V^S: 
tjkL/c 5' -FMN-NaSW^m^t^ 6 BWWfciBffcK: 5 ' -F 
MN-Na SriS-S-Lfcr £fcl«fc IL-6WfW^i'>U -tO^t® 
3* 2 1 H$R|&&& £ -CJHiftF $ tbfc 0 
15 i4(I*f ! t9tv jflLfft^GM-CSFftftttx l^~6^Ki^ilOra^ 

p ss^fe 2 lmmBMm^m^x, 2mn<Dt?— *&w&istiit 0 — ^> 

5' -FMN-N afiJ-S-^VU—^^-CWu 6 B^KI&ia&fc: 5 ' -FMN-N 
aSrlg^-Lfcr^^.tOs LPSS4^fe2 1 Btffili&i&^^T GM- C S 

El 5 Rltm 6 fcjjW-«k 5 fc> «<FOIL-10j|S^TNF-ai|ll L 
P S4g#^>fe l^ffi^mi: 2 lB#^^i^^-*5V^T^:tL^eH0J?^^2OOfc' , 

*3VvfI L-l 0ft8RtJ«TNF-oilfi5S^Lfc o 

25 0 7i:*tJ: 5 ^ Mt^MCP-li^ L P SS^^ifL. 6I*W 
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&i§B#*z:t?— ^&7Fbfc 0 ^©t, MCP-liStt^l^tfc, 5 ' — F 

b# p*mo&i& * -eiij* $ 

-FMN-N aj§4^- ^*5V^Tf±9BfP^^ii^^MI P-2»fiaSJ&3>L 

@ 9 5 fc N NOm^ftL P SS#&fcif L 9 B#M^ii^i31^— ^ 

10 bfc 0 r<DH5V^NO^«2 4B#^i©^*X*^V>fc 0 . NCHttOltaBteiM 

^(&f|^fcMI6LTV^£%;tbax5o 5' -FMN-N a ft 9B#K~ 1 8H#Bfl 
jgifi©liBfcl:fc^TNOffi©»«fl&*£:^£ tefr-ofctK 2 1 0#P B 1~ 2 4 f$H@ig 

EUiO^S^ 5' -FMN-N a tt^^K h «t oT^IS ^ ttfcifiLtf' 

£|B ALB/cv^^(j; s 5 31ft©t>©Sr 0*^^r*-/^ V ^—^felfAU 

SEBO. 7 5mg/kg^D-#7^ht?^l- 8g/kg^, 
|BALB/cV^ (6 5H&) ^J80ffirtS-¥-b-C % ^n^y (SEB) 

25 9B#ra, 12^ 1 5B#P B 1> ^1 8B#^ii#^^^lfD.SrfTofc 0 5 
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' -FMN-N -T^&V^TteU S E B <D®tm%fr b 6 WTfiUMfefc 

N 20mg/kg(D5' - FMN-N a SrflWJIH*jfc: 1 IHSEA^ £ 9 &-§-bT N S 

eb©sw&9HFi3, i 2hfi, i5i#iB3s %.x*i atiFfflmmm^ti^ti 

'L^Stm (3 0 0 0 r pm s 1 0£\ 4°G) ^^ttl«&#lit bfc|£. - 8 0°C 
MT^#bfc 0 

^mm<Dm^^m 1 o~bi 1 2 ^i-„ 

mi Ol^fiM^ ifcjt 1 * 1 ^ I NF-yW, SEB©gWf,9^1 
ftifl&Klfcr— ;?£^U ^<^i$4>bfc 0 — !#\ 6 0f frlijSMH- 5 ' — FMN — 
N a bfc i: n 5> 12 l«Fra»ifi#3£fc33V>T I N F - y fe&OttUMgbjM* 

15 f&#>b*Lfc 0 

Hill \H7jk-t£ 0 jfoJt4»<Z>M I P-2»&tt. SEB©jgWb 1 2B# 

-FMN-NaS:fi4Lfcir^ 1 2 ^BB$liaft3£^*5VN-CM I P - 2 CD ft] ft] 

20 @12^fJ;5^ I L- 6WS EBC^Wb 1 2 BSfflSiMK: t? 
-^Sr^bfCo SEBg^f)6^gil^5: — FMN — N a L-ftt 
9 H#ra~ 1 2 H#imSiflftteii:*5V^ I L - 6 II©*DailRlM* bftfc 

o 

£A±£>£5R^ 5' -FMN-Nattxdf-yh^yfcio-CHB^^fcJllLif 
25 b^^^tJ ? ^^^^^^i#^»Ji-^'mffi^fc^wi:^^ofc 0 
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$&<D I CR"7^Sn 4 MSpO % © & Japan CRJ Inc. (Kanagawa, Japan) £> 
^ALfc 0 *©BALB/cv^|^ 5 SlgflrCDk^ SrJapan SLC Inc. (Shizu 
5 oka, Japan) ^hMAVt^o rfrb^^&^tvm. 2 3°C (W^fSffl : 2 
0-2 6 °C) s *BMffiS5 5% (tfF$ttH : 4 0 — 7 0%) <D$kWTX\ 121$ 

joV^TI|XSbfc 0 rcQl^, -^^^{is ^TKitTK^ii^^X.^ (MF, Oriental Y 
east Co. Ltd., Tokyo, Japan) \C7 V i? ^ £ & ft^-eUX^ Lfc 0 ^(D^lC 

10 lMTO/fc^fc^ ^HfcMftbfc 

ff, 3(ig0tMNF-atl8mg©D-if7^Ft^ (0. 2mL 
/M3 0g) — J$#l 0#|<DiHfI (5 31ifr) WJgfl£f*9?£A Lfc 

0 TNF-aOT-^7^ ^^^4-bfcffm(-> Y^C20mg/k 

g ©5' -FMN-Na (5' -FMN-Na^^T 1 ) Xtt^S^fe^Tk ( 

15 nyfn — }Vtf jV—~zf) %&m\HmA bfc 0 T N F - a &&A LT^b7 0 RQiH 

jB^^tts^^^©^^ (%) ^m^ufc 0 

ft*5> HJffeMS^&^T 1 ^ /l^* b (Steel teat) \Z «fc o T^-^ff bfc 

. $Qft-^#J##fte> Sfclfem i: K«0>SAS 6. 12S:fflV^ffV\ Ptefl*0. 0 5 ( 
two-sided) «fc «p /h£ V>*fr^«5W-^Wfc*atl?fc« i:*UWrU^. 

20 

»1] 







(%) 




2/10 


2 0 


5-FMN-Na 20rag/kg 


7/10 


7 0 
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iil^t±5^ 3 y h P-/^;w^i^fi 2 o t 

T> 5' - FMN-N a ^^l-^Wtt 7 O %tfcofc G fc*3 % a V f 
P — As?)\s~- zf<D-^$xn8V£kh 3 0 6Artfc5EtU^t. 

3 ^ g©t UNF-ai: 1 8mg©D-#7^ ft^ (0. 2mL 
/M3 0g) Sr N -^10i©lBALB/cV!>7 (6») l£JKKrt$£ 

g/kg©5' -FMN-N a (5' -FMN-Na^W^) Xf^S^ 
jg* (ayhn^/l^-/) ^irtSALfc. TNF- a ^Xtt^b 7 
BRBftia&fciasrt*^ (%) SrM&Lfc. 2 fc*-*-. 

C*2] 







3=#Ifs (%) 




1/10 


1 0 


5-FMN-Na 20rag/kg 


6/10 


6 0 * 



* P<0. 05 vs. Saline (Steel test) 



ts 5' -FMN-N aS4^^04W6 0%tifeofc. fc*5 N =3 ^ t> 
p — As*- y<D-?Vxte9mk t> 3 BJ^F^^EtrLfCo 

£Jl_h03^m^e>> 5' -FMN-Na^4t5ii:ia!)TNF-tt» 
a y^^i-5^#^^b<*i>!nJ$^Sii:*5^ofc 0 5' -F 

MN-Na^tSittct^ h^V^fllSVa 5/^fcit*C^<, TNF- 

j#I^T^-c»»b«ciL$-^-C5Et:$^:> 4. 5mL/7^^y^^i ( 
HBSS : Gibco, Laboratories Grand Island, NY, USA) Srlfflffirt&ALfcfll 
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m (lOOOrpm, 10^) fcJW*T\ BgEN'* * ? T— ^Sr^*Ufe. 

gles minimal essential medium; Nissui Pharmaceutical Co. , Tokyo, Japan 
) l:iX10 6 »/mLt«^ 3 7°Ct5%©C0 2 ^T^T, Lab-Te 
k^-Yl"*'— (Nalgen Nunc International, Naperville, IL, USA) 

•r^7jfilS-r^n77 fc -^ 1. 5 6/ig/mLXIi2 5/ig/mL© 
5' — FMN — N a #STT\ -FMN-NaO»K\ 10 

ng/mL©TNF-aW^ 2 4B#^iLfc 0 

I L-6<£>H!l5£fc:te, JbfSE L I SA^y h&JBV^,, M5£ Lfc/j&ltr&EI 1 3 

Ell 3 fcTF-tX 5^, TNF-a^l 0 n g/mL^$*tfc^!>^JKJffi^^ 
0 7 7-^ IL-6 0V"</^±^ofc 0 —75", 5' -FMN-Na^l 
. 5 6 a g/mLXtt2 5 ju g/mL2S$ b^mtiUZtltc^ * ?T 

CHJ^H : AAPHtf ^^*T/M^t5M) 

— m&l 0m<Dmi CR~??X (6jIIp) fc> 125mg/kgCAAPH ( 
0. 2mL/M3 0g) £jffil*I&ALfc 0 AAPH©?£A!5^ 2 41$^ 
EEAE^. lBtP^. <D#IJ$K:*5V^ ^!7*tC20mg/kgtf>5' -FMN 
-Na (5' -FMN-Nag^-^) Xte^S^&Tk (ayfn-yV^V 
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tVJffr— -fm<D%M\^^— frTX b (Steel test) ^ «t o-C^tf bfd 0 ^ft^ 

^Jfcfll fcR#©SAS 6.12*fflV , »TfrV\ P«*0. 0 5 (two-side 

C*3] 







(%) 




2/10 


2 0 


5-FMN-Na 20mg/kg 
i. v. (-24h, 0, +lh) 


6/10 


6 0 



&fc N AAPHftA^b2 4«, ifeABtgU ©##-^J2:*3V^-Cs 5' -F 

15 [5143 



20 





stem 


(%) 




1/10 


1 0 


5-FMN-Na 20mg/kg 
i. p. (-24h, 0) 


7/10 


7 0 * 



* P<0. 05 vs. Saline (Steel test) 

*4&c?F-f <fc 5^ ^yfp-^^^^tti o%T?ibofc©^u 

T\ 5' - FMN - N a ^^^^Wli 7 Q %ffeofc c 
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&±<Dm%zfrh, 5' -FMN-Na^W^fli^ AAPH^tfc 

*5fffi^$)5ii:^btlTV^5 (Chandel NS, Trzyna WC, McClintock DS 
and Schumacker PT: Role of oxidants in NF-kappa B activation and TNF-a 
lpha gene transcription induced by hypoxia and endotoxin. J Immunol 15 
, 1013-1021 (2000)) ^bfrb, 5' -FMN-Na^CJ;5TNF-a*WJ 
10 ftmte. 5' -FMN-N a g^ia 5ffiMi©i4f ffl i: UT 

77^f5/^^+- l^±^*bfct: blk^F^^ (HUVECtt) In, 
15 5' -FMN-NaI^5^^6. 2 5/ig/mL, 1. 5 6/ig/mL. 0 
. 39/ig/mL, 0. lMg/mLi!fc5i5t5' - FMN-N a SrMl Ufc 

20 ^tf), BURSTTEST ? b ; 0RPEGEN Pharma) SrJBV^ 

Hart®ttife***rPACS Calibur (7n-t-f h y-v-^^A ; 
• f*4 y^-lsVl/) ttiffl^lt ^flqftfcfr, FACS Calibur=Sr/BV^F L 1 (D^p 
i«ft3£S^e>*ttl 0 0 0 OfiO^fifeSHfcifcSI^Ufc. ^©^5:121 4fc: 



WO 03/075935 



PCT/JP03/02868 



25 

iil4 0. 5^±^-Lfc„ -2t\ 6. 2 5 m g/mL05' -FMN-Nalri 
. 5 9 T'fc <9 , 0. 3 9^g/mL 

5 <Dmux«teigytffimte 125. otfc^ 0. 1 » g /m l <D»-mi£ft^ 

{3:1 1 4. 2-CfcofCo 

10 Jett-?*L 2 5 m g/mLXft6. 2 5 g/mLi:^5<t 9 t 5' — FMN — N 

^iX-Y — U\Z.&tfZ>-7 K 3 0 mM £ ft 3 <fc 5 K #*fr &*&&n L-fc^ 

©I L-8 5rEL I SA^rix b^iil^LfCo -tW^^BI 1 5 
15 Ml 5^ bo- JV>T)V~- ^l^V^Tf*. 3 0mM©^K!)i 

ML-8 &K£U«M6 l f , <Z> I L-8^ttl 1 9 6pg/roUC±#b 
fc 0 — 2 5m g/mL©5' - FMN-N a SrSfeSU-r 5 t «PJffi«f<0 I L-8 
SlSfil 6 6. 2 5 m g/mLWtS^it© I L-8 SIS 

H2 9 7pg/nLfcfiTU I L~ 8 ©*^«r^Tiftfc*lIiW b*i (Dunnett^Jg) 0 
20 £X_t(Dl&%zfab, 5' - FMN-N a =t- F^f M^<t 

% i L-8m3L&nMi-z>z£&m£}irco mMm^^^b, 5' -fmn 



25 gn±^fijffl^rtgtt 
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5 

5. mm±^m^m^mmmn, ^m. mm, Rtmm, m.^/nmm, 
urn, y.fe^m^i&m^%h(Dx*h%m&m4:ifcm<nm.mo 

15 

6. mflBU--r YX'OWimftmte, IL-lj3, IL-6, U-IO, IN 
F-v. TNF-«, GM-CSF, IL-8, XfiMC P - 1 <Z) 0 %<n'pt£ < 

20 7. y^7 7tv, y^7 7t'y|i^ jife^tht><Dmm¥&)fcf?B£nz 



s. m^&&&&Rj&m%mte, w-m, mm, fff^#> ^ifi/s^ 

25 ^ s X«^^®H-t-Sft^3®7f2^^E^ 0 



WO 03/075935 



PCT/JP03/02868 



28 

io. mrsay ^77 tr^ jj#79^i^»^ x«-ttbo^a^^^ 

1 1. g&iBf-^ h#-f vWJffMBf^ iStif ©i* ffffi ©-o its 

15 

20 13. hhm 1 >^-r >ik^<D^^jxf±f&^J i: tt©, y^^^if^ y^ 

o 

14. y^77if^> y tfyy^isffimft, xnztib<omm&#)te.v?&£fi 

25 *&©4>fc< £fc—otrWS&rit#£-*-*iM' b7J^»J#J„ 
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O : Control group 
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*P<0.05 vs. Control group (Students t-test) 
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O : Control group 
• : 5'-FMN-Na group 

*P<0.05 vs. Control group (Students t-test) 
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*P<0.05 vs. Control group (Students t-test) 
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*P<0.05 vs. Control group (Students t-test) 
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O : Control group 
• : 5'-FMN-Na group 

*P<0.05 vs. Control group (Students t-test) 
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